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DATA EVALUATION RECORD

Updated Executive Summary to
Previous TXR # 005415

STUDY TYPE: Carcinogenicity (drinking water}- rat; OPPTS 870.4200a [§83-2a}: OECD 451.

PC CODE: 068103 DP BARCODE: 12284267
SUBMISSION NO.: S618557

TEST MATERIAL (PURITY): MITC (95-96%)

SYNONYMS: Methyl isothiocyanate

CITATION: Brown, D. (1984) Methy| Isothiocyanate: A Chronic Oral (Drinking Water)
Toxicity and Carcinogenicity Study in the Rat: Report No. 2611-14/1R.
Unpublished study prepared by Hazleton Laboratories Europe Lid. February.
1984 MRID nc. 00130078, Unpublished.

SPONSOR: Nor-Am Agricultural Products

EXECUTIVE SUMMARY:

In a chronic foxicity study (MRID D0130078) TMI1C (95-96% a.i. batch #s 28.166 and 29.482)
was administered to 60 Sprague Dawley CD rots/ses/dose in drinking water 1 dose levels of 0, 2,
10. and 50 ppm (equivalentto 0, 0.2, 1.0 and 5 mgkg bw/day) for 102 weeks. Ten rats/sex of
the control and high dose were sacrificed after one vear. Of this group S/sex/group were placed
on untreated water for 4 weeks to assess reversibility. Drinking water solutions were prepared
every two or three days.

Survival after 102 weeks among the control, 2, 10, and 50 ppm levels was comparable; the
percent alive for males was 65, 63, 58, and 64, respectively and the percent alive for females was
42,33, 53, and 53, respectively. Treatment related clinical signs were not observed.

No dose related effects on body weight gain vr food infake as compared to controls were
reported. Reduced water intake at the high dose was associated with the ‘pungent ador and its
known to irritate mucous membranes.” No dose related affects on hematology, clinicat chemisiry.
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urinalysis, or organ weights were reported as compare.d to control values.

No compound or dose related cffecis on the incidence of nen-neoplastic or neoplastic lesions
were reported from ingestion of MITC at doses up 10 50 ppm. A maximum tolerated dose was
not demonstrated.

A LOAEL was not established in this study. The NOAEL is the highest dose tested, 50
ppm (5 mg/kg/day).

This carcinogenicity study in the rat is unacceptable-guideline and does not satisfy the guideline
requirement for a carcinogenicity study [OPPTS 870.4200: OFECD 451]in rats. This study
cannot be upgraded due to inadequate conceniration and stability analysis of MITC in drinking
water.

COMPLIANCE: Signed and dated GI.P and Data Confidentiality statements were not provided.
Quality Assurance staterent was orovided.
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Methyl isothiocyanate (MiT() P.C. Code 068103
83-1 & 2 Chronic/Carcinogenicity Study - Rat, MRID 460075-040
Addendum to DER 005415

Executive Summary: Four groups of 60 Sprague Dawley <D
rats/sex/group received MITC in their drinking water at levels of
¢, 2, 10 anc 50 ppm (equ.valent to 0.2, 1.0 and 5 mg/kg/day,
respectively) for 102 weeks. Ten rats/sex of the control and high
dose were sacrificed after cne year. Of this group 5/sex/group were
placed on untreated water for 4 weeks to assess reversibility then
sacrificed (MRID 4€0075-04C).

Survival after 102 weeks among the control, 2, 10 and 50 ppm levels
were comparable with percert alive for males being 635, 63, 58 and
64, respectively and for females 43, 33, 53 and 53, respectively.

No dose relazel effects on body weight gain or food intake as
compared to contrels were reported. Reduced water intake at the
high dose was assoziated w.th the "pungent odor and its known to
irritate mucous nerbrares". Noc Jdose ralated affects on hematoloqgy,
clinical chemistry, urinalysis or organ weights were reported as
compared to the control values. No compourd or dose related effects
on the incid:nce :f nor-raeoplastic or neoplastic lesions were
" reported from Ingestion of MITC at doses up to 50 ppm. A maximum -
tolerated dos2 was nct dencnstroated.

This study is not acceptable =rd does not satisfy the Guideline
Data Requirement for a chronic/carcinogenicity study (83-1) in the
rat. It is dsfiziesc for the 17 item:z listed on pages 1 and 2 of
DER 005415. The i{astzbility of MITC in aguesus solutions may
account for the w.dn disparit; betveer the nomiral and actual
concentratons veported and furtter ¢uastion the reliability of
this study. This ztudy ic Core Classifiasd - Supplementary



